wo 2005/012346 PCT/CA2004/001409 

1/14 




Fig. 1 



wo 2005/012346 



2/14 



PCT/CA2004/001409 



Insulin binding (rat liver) 
MDSWO#1013059 



100H 

o 

£ 60-1 

I 40: 

^ .20- 
0 




r 1 M F iMp" ! "! MMHi — r' TT i n i n — I" i I irii n — r i i i i m i — r r iii m i 

-10-11 lo-^^ 10-® 10"* 10-^ 10"® 10"^ 



Concentration (M) 



Fig. 2 



Insulin binding (rat liver) 
MDS WO#1013571 



100-1 
c «0 

O 

S 60 

c 40 

^ 20 

OH 




I 1 1 mi l l I i ni i i i | I ii ni i i | i i m ii i | i ii min i ii imn 

10-" 10"^ 10-® 10-® 10-^ 10"* 10** 



Insulin 
Example IV 
Example I 
Example II 
Example HI 

Conjugate of example II 
Conjugate of example I 
Conjugate of example III 
Conjugate of example IV 



Insulin 
Example VII 
Example VI 
Example VIII 

Conjugate of example VII 
Conjugate of example VI 
Conjugate of exanripie Vill 



Concentration (IVI) 



Fig. 3 



wo 2005/012346 



3/14 



PCT/CA2004/001409 




Adipocytes (D7) 




Fig. 4C 



BEST AVAiLABLE COPY 



wo 2005/012346 



4/14 

Adipocytes (D4) 



PCT/CA2004/001409 




Fig. 5A 
Adipocytes (D7) 




Fig. 5B 



RI=FtT AVASLABL6 COPY 



wo 2005/012346 



PCT/CA2004/001409 

5/14 

Adipocytes (D4) 




f . d'A^b'!^ ^m^^'i t»VTB:i 

Fig. 6A 



Adipocytes (D7) 




Fig. 6B 



BEST AVAILABLE COPY 



wo 2005/012346 



6/14 



'PCT/CA2004/001409 



120- 
100- 



CO "3 

3 § 60- 
O o 

20H 



« rh insuDn 
• Example 



o Conjugate of e)(ample III 

■ Exampb IV 

□ Corgugate of example IV 



0- 1= 




I I 11 mm I I ii i n ii j I ii i i n i j I I I mm 1 I I mil] 1 i i mii| 

^0-12 10-11 ^Q^^o 10-® 10*^ 10*^ 10-® 



Concentration (M) 



Fig. 7 



120-1 

2 100 

I 

"8 60 

» 20 
OL 

0^ 




insuin 
Exampl9 VI 

Coriugate of exampis VI 
Example III 

Con^gate of example III 



I 1 I — I i iiii in — I I i i HH] — I I m i m — I i ii mi| — i i iii nn 

10-11 10-10 10-9 10-8 10-7 10-® 10"^ 

Drug Concentration (M) 



Fig. 8 



wo 2005/012346 



7/14 



PCT/CA2004/001409 




— I — I — I — I — I — i I 1 1 1 r 

0 2 4 6 24 48 72 

Time (hr) 



Fig. 9 




3.6m9/kg 
, 3.6rTg/kg 
1, 3.6mg/lQ 



— I 1 1 1 — I i 1 1 1 1 r 

0 2 4 624 48 72 

Time (hr) 



Fig. 10 



wo 2005/012346 



8/14 



PCT/CA2004/001409 




I7.9mg/kg 
17.9mg/kg 
, 17.9mg/kg 



1 1 i 1 1 1 I 1 1 1 r 

0 2 4 .6 24 48 72 

Time (hr) 



Fig. 11 




* nng/kg 
3.6 mg/kg 
17.9 mg/kg 



— , — , — , — , — , — j I , , , J. 

0 2 4 6 24 48 72 

Time (hr) 



Fig. 12 



wo 2005/012346 



9/14 



PCT/CA2004/001409 




3.6 mg/kg 
17.9 mg/kg 



Time (hr) 



Fig. 13 




— « — I — ' 1 — ' i I 1 1 ' r 

0 2 4 6 24 48 72 

Timis (hr) 



Fig. 14 



Data insulin nM 



wo 2005/012346 



10/14 



PCT/CA2004/001409 




wo 200S/012346 



11/14 



PCT/CA2004/001409 



Data Conjugate of Example III nM 

1000-3 




0.01 



I — I — I — I — I — I — I — I — I — I — I — ^1 — r 
0 24 48 72 

Time (hr) 

Fig. 16 



SC. 36 nmol/kg 
IV, 12 nmol/kg 



I — I — s — 1 — I — I— 1 — 7 — I — 1 — I — I — r 
0 24 48 72 

Time(hr) 



c 
o 



a> 
o 
c 
o 

O 



IOOO3 
100- 
10- 

1-: 
0.1-: 



Data Example 111 nM 




Fig. 17 



wo 2005/012346 



12/14 



PCT/CA2004/001409 



Example Hi / Conjugate of Example III/ Insulin 



c 
o 



c 
o 
o 



1000-3 
100i 
10i 

1- 

01-: 

0.01- 




-o — 



- SC, 36 nmol/ kg Example III 

' SC, 36 nprK)l/kg Conjugate of example 111 

- SC, 36 nmol/kg insulin 



1 1 1 1 1 1 1 1 1 1 1 1 1 1 I r ' ' I ' ' I ' ' I ' ' I ' ' M ' I ' ' i 
0 1 2 3 4 5 6 7 8 9 10 11 12 



Time (hr) 



Fig. 18 



Example III / Conjugate of Example III / Insulin 



1000^ 
lOGi 
10- 
1 

0.1- 
0.01- 




I — T" '- 



-*— IV, 12 nmol/kg Example III 

IV, 12 nmol/kg Conjugate of example III 
IV, 12 nrriol/kg Insulin 



I I I > • I ■ < 
24 48 



72 



Time (hr) 



Fig. 19 



wo 2005/012346 
35- 



PCT/CA2004/001409 



lU 
CO 

+1 



30- 



E 

^ 20-; 

0) 
(0 

o 
u 



15- 



O 10: 

o 
o 

S 



5- 



o-J 



r" 
0 



13/14 




Insulin, 20U/kg 
Example II 20U/kg 
Example 111 20U/kg 
Example IV 20U/kg 
Example I 
vehicle 



12 18 24 30 
Time (hours) 



36 



42 



48 




wo 2005/012346 PCT/CA2004/001409 

14/14 




Time (hr) 



Example 111 60nmol/kg Day1 
-—Example III 60nmol/kg Day6 
—^Example III 60nmol/kg D12 
— normal Dayl 

Fig. 22 




o 



• t I I I I i I I I I I I I I I I I I I I I I I I I I 
0.4 8 12 16 20 24 

Time(hr) . 

--^ Conjugate of example III 60nmol/kg Dayl 
Conjugate of e)®mple III 60nmol/kg Day 6 
Conjugate of example III 60nmol/kg D12 
— ^ normal Dayl 



Fig. 23 



